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1
METHOD AND SYSTEM FOR
CONTROLLING PULMONARY CAPILLARY
PRESSURE

FIELD

Most of the disclosure relates generally to a method of
using post extrasystolic potentiation (PESP) therapy to con-
trol pulmonary capillary pressure, and more particularly, to a
method of independently varying PESP between the right and
left ventricles to control pulmonary capillary pressure.

BACKGROUND

Pulmonary congestion (pulmonary edema) is the accumu-
lation of fluid in the pulmonary tissues and air spaces in the
lungs of a patient due to changes in hydrostatic forces in the
capillaries. Pulmonary edema may be caused by increased
pulmonary capillary hydrostatic pressure. A patient with pul-
monary edema may experience shortness of breath and diffi-
culty breathing.

PESP is a pacing therapy for improving cardiac function
that used paired- or coupled pacing of a cardiac chamber.
PESP is a property of cardiac cells whereby a pair of closely-
spaced depolarizations of a heart chamber results in subse-
quent contractions that are of an increased magnitude.

PESP may be employed by supplying an “extra” pacing
stimulus, delivered shortly after an intrinsic (or paced) depo-
larization event, which causes a second depolarization with-
out a corresponding mechanical contraction. The time inter-
val between the initial depolarization event and the extra
pacing stimulus is called the extra stimulus interval, or ESI. In
general, the shorter the ESI, the greater the magnitude of the
PESP effect.

SUMMARY OF THE INVENTION

In certain embodiments of the invention, a method of
reducing pulmonary capillary pressure is disclosed which
includes independently controlling the magnitude of the
PESP eftect between the right and left ventricles. In certain
embodiments, the magnitude of the PESP effect for a given
chamber of the heart (e.g., the left ventricle) may be varied by
varying the length of the extra stimulus interval (ESI) in that
chamber.

DESCRIPTION OF THE DRAWINGS

FIG. 1 is a schematic diagram depicting a multi-channel,
atrial and bi-ventricular, monitoring/pacing implantable
medical device (IMD) in which embodiments of the invention
may be implemented;

FIG. 2 is a simplified block diagram of an embodiment of
IMD circuitry and associated leads that may be employed in
the system of FIG. 1 to enable selective therapy delivery and
monitoring in one or more heart chambers;

FIG. 3 is a simplified block diagram of a single monitoring
and pacing channel for acquiring pressure, impedance and
cardiac EGM signals employed in monitoring cardiac func-
tion and/or delivering therapy, including pacing therapy, in
accordance with embodiments of the invention;

FIG. 4is a simplified conceptual illustration of the cardiop-
ulmonary system;

FIG. 5 is a timing diagram showing timing relationships
between electrocardiogram (ECG) signals and extra-stimulus
intervals (ESI’s);
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FIG. 6 is a table showing a method for controlling pulmo-
nary capillary pressure in accordance with embodiments of
the invention;

FIG. 7 is a plot of pulmonary capillary pressure being
reduced in accordance with embodiments of the invention;
and

FIG. 8 is a flow chart describing a method for controlling
pulmonary capillary pressure in accordance with embodi-
ments of the invention.

DETAILED DESCRIPTION

The following detailed description should be read with
reference to the drawings, in which like elements in different
drawings are numbered identically. The drawings depict
selected embodiments and are not intended to limit the scope
of the invention. It will be understood that embodiments
shown in the drawings and described below are merely for
illustrative purposes, and are not intended to limit the scope of
the invention as defined in the claims.

Post-extra systolic potentiation (PESP) is a property of
cardiac myocytes that results in enhanced mechanical func-
tion of the heart on the beats following an extra stimulus
delivered early after the refractory period of either an intrinsic
or pacing-induced systole. The magnitude of the enhanced
mechanical function is dependent on the timing of the extra
systole produced by the extra stimulus relative to the preced-
ing intrinsic or paced systole. The magnitude of PESP may be
maximized by delivering a stimulus immediately following
the refractory period of an intrinsic or pacing-induced systole,
and may attenuate as the stimulus is delivered later in the
cardiac cycle. When correctly timed, an extra stimulus pulse
may cause an electrical depolarization of the heart, but the
attendant mechanical contraction is absent or substantially
weakened. The contractility of the subsequent cardiac cycles,
referred to as the post-extra systolic beats, is thereby
increased.

As noted, the degree of mechanical augmentation on post-
extra systolic beats depends on the timing of the extra systole
following a first depolarization, referred to as the extra sys-
tolic interval (ESI). If the ESI is too long, the PESP effect is
not achieved because a normal mechanical contraction takes
place in response to the extra stimulus. As the ESI is short-
ened, a maximal effect may be reached when the ESI is
slightly longer than the electrical (or effective) refractory
period. A properly timed extra stimulus results in electrical
depolarization occurring without an attendant mechanical
contraction, or with a substantially weakened contraction. If
the ESI becomes too short, the extra stimulus falls within the
absolute refractory period and no depolarization occurs.

PESP stimulation may be employed to strengthen the car-
diac contraction, and may enable a patient to benefit from
increased myocardial contractility and increased cardiac out-
put. Certain embodiments of the invention may include, or
may be adapted for use in implantable medical devices
(IMDs), including implantable hemodynamic monitors
(IHMs), implantable cardioverter-defibrillators (ICDs), car-
diac pacemakers, cardiac resynchronization therapy (CRT)
pacing devices, drug delivery devices, or combinations of
such devices.

FIG. 1 is a schematic representation of an implantable
medical device (IMD) 14 that may be used in accordance with
certain embodiments of the invention. The IMD 14 may be
any device that is capable of measuring hemodynamic param-
eters (e.g., blood pressure signals) from within a ventricle of
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a patient’s heart, and which may further be capable of mea-
suring other signals, such as the patient’s electrogram
(EGM).

FIG. 1 depicts IMD 14 in relation to heart 10. In certain
embodiments, IMD 14 may be an implantable, multi-channel
cardiac pacemaker that may be used for restoring AV syn-
chronous contractions of the atrial and ventricular chambers
and simultaneous or sequential pacing of the right and left
ventricles. Three endocardial leads 16, 32 and 52 connect the
IMD 14 with the RA, the RV and the LV, respectively. Each
lead has at least one electrical conductor and pace/sense elec-
trode, and a can electrode 20 may be formed as part of the
outer surface of the housing of the IMD 14. The pace/sense
electrodes and can electrode 20 may be selectively employed
to provide a number of unipolar and bipolar pace/sense elec-
trode combinations for pacing and sensing functions. The
depicted positions in or about the right and left heart cham-
bers are merely exemplary. Moreover other leads and pace/
sense electrodes may be used instead of the depicted leads and
pace/sense electrodes.

It should be noted that the IMD 14 may also comprise an
ICD, a CRT device, an IHM, or any other such device or
combination of devices (e.g., a neurostimulator, a drug pump,
etc.) according to various embodiments of the invention.

Typically, in pacing systems of the type illustrated in FIG.
1, the electrodes designated above as “pace/sense” electrodes
are used for both pacing and sensing functions. In accordance
with one aspect of the present invention, these “pace/sense”
electrodes can be selected to be used exclusively as pace or
sense electrodes or to be used in common as pace/sense
electrodes in programmed combinations for sensing cardiac
signals and delivering pace pulses along pacing and sensing
vectors.

In addition, some or all of the leads shown in FIG. 1 could
carry one or more pressure sensors for measuring systolic and
diastolic pressures, and a series of spaced apart impedance
sensing leads for deriving volumetric measurements of the
expansion and contraction ofthe RA, LA, RV and LV. Insome
embodiments, some or all of the leads shown in FIG. 1 could
further include ECG or electrogram (EGM) sensors (e.g., on
the can electrode 20) to measure changes in the ST segments
of the ECG, which may enable changes in ischemia and/or
coronary perfusion to be measured.

The leads and circuitry described above can be employed
to record EGM signals, blood pressure signals, and imped-
ance values over certain time intervals. The recorded data
may be periodically telemetered out to a programmer oper-
ated by a physician or other healthcare worker in an uplink
telemetry transmission during a telemetry session, for
example.

FIG. 2 depicts a system architecture of an exemplary multi-
chamber monitor/sensor 100 implanted into a patient’s body
11 that provides delivery of a therapy and/or physiologic
input signal processing. The typical multi-chamber monitor/
sensor 100 has a system architecture that is constructed about
amicrocomputer-based control and timing system 102 which
varies in sophistication and complexity depending upon the
type and functional features incorporated therein. The func-
tions of microcomputer-based multi-chamber monitor/sensor
control and timing system 102 are controlled by firmware and
programmed software algorithms stored in RAM and ROM
including PROM and EEPROM and are carried out using a
CPU or ALU of a typical microprocessor core architecture.

The therapy delivery system 106 can be configured to
include circuitry for delivering cardioversion/defibrillation
shocks and/or cardiac pacing pulses delivered to the heart or
cardiomyostimulation to a skeletal muscle wrapped about the
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heart. Alternately, the therapy delivery system 106 can be
configured as a drug pump for delivering drugs into the heart
to alleviate heart failure, or to operate an implantable heart
assist device or pump (including balloon pumps) implanted in
patients (e.g., patients having acute heart failure and/or car-
diogenic shock), or in patients awaiting a heart transplant
operation, or as a bridge to recovery. Alternately, the therapy
delivery system 106 may be configured as an ultra-filtration
device to unload the heart or assist in renal function.

The input signal processing circuit 108 includes at least
one physiologic sensor signal processing channel for sensing
and processing a sensor derived signal from a physiologic
sensor located in relation to a heart chamber or elsewhere in
the body. Examples illustrated in FIG. 2 include pressure and
volume sensors, but could include other physiologic or hemo-
dynamic sensors.

FIG. 3 schematically illustrates one pacing, sensing and
parameter measuring channel in relation to one heart cham-
ber. A pair of pace/sense electrodes 140, 142, a pressure
sensor 160, and a plurality, e.g., four, impedance measuring
electrodes 170,172,174, 176 are located in operative relation
to the heart 10.

The pair of pace/sense electrodes 140, 142 are located in
operative relation to the heart 10 and coupled through lead
conductors 144 and 146, respectively, to the inputs of a sense
amplifier 148 located within the input signal processing cir-
cuit 108. The sense amplifier 148 is selectively enabled by the
presence of a sense enable signal that is provided by control
and timing system 102. The sense amplifier 148 is enabled
during prescribed times when pacing is either enabled or not
enabled in a manner known in the pacing art. The blanking
signal is provided by control and timing system 102 upon
delivery of a pacing or PESP pulse or pulse train to disconnect
the sense amplifier inputs from the lead conductors 144 and
146 for a short blanking period in a manner well known in the
art. The sense amplifier provides a sense event signal signi-
fying the contraction of the heart chamber commencing a
heart cycle based upon characteristics of the EGM. The con-
trol and timing system responds to non-refractory sense
events by restarting an escape interval (EI) timer timing out
the EI for the heart chamber, in a manner well known in the
pacing art.

The pressure sensor 160 is coupled to a pressure sensor
power supply and signal processor 162 within the input signal
processing circuit 108 through a set of lead conductors 164.
Lead conductors 164 convey power to the pressure sensor
160, and convey sampled blood pressure signals from the
pressure sensor 160 to the pressure sensor power supply and
signal processor 162. The pressure sensor power supply and
signal processor 162 samples the blood pressure impinging
upon a transducer surface of the sensor 160 located within the
heart chamber when enabled by a pressure sense enable sig-
nal from the control and timing system 102. Absolute pres-
sure (P), developed pressure (DP) and pressure rate of change
(dP/dt) sample values can be developed by the pressure sensor
power supply and signal processor 162 or by the control and
timing system 102 for storage and processing.

A variety of hemodynamic parameters may be recorded,
for example, including right ventricular (RV) systolic and
diastolic pressures (RVSP and RVDP), estimated pulmonary
artery diastolic pressure (ePAD), pressure changes with
respect to time (dP/dt), heart rate, activity, and temperature.
Some parameters may be derived from others, rather than
being directly measured. For example, the ePAD parameter
may be derived from RV pressures at the moment of pulmo-
nary valve opening, and heart rate may be derived from infor-
mation in an intracardiac electrogram (EGM) recording.
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The set of impedance electrodes 170, 172, 174 and 176 is
coupled by a set of conductors 178 and is formed as a lead that
is coupled to the impedance power supply and signal proces-
sor 180. Impedance-based measurements of cardiac param-
eters such as stroke volume are known in the art, such as an
impedance lead having plural pairs of spaced surface elec-
trodes located within the heart 10. The spaced apart elec-
trodes can also be disposed along impedance leads lodged in
cardiac vessels, e.g., the coronary sinus and great vein or
attached to the epicardium around the heart chamber. The
impedance lead may be combined with the pace/sense and/or
pressure sensor bearing lead.

The data stored by IMD 14 may include continuous moni-
toring of various parameters, for example recording intracar-
diac EGM data at sampling rates as fast as 256 Hz or faster. In
certain embodiments of the invention, an IHM may alter-
nately store summary forms of data that may allow storage of
data representing longer periods of time. In one embodiment,
hemodynamic pressure parameters may be summarized by
storing a number of representative values that describe the
hemodynamic parameter over a given storage interval. The
mean, median, an upper percentile, and a lower percentile are
examples of representative values that may be stored by an
IHM to summarize data over an interval of time (e.g., the
storage interval). In one embodiment of the invention, a stor-
age interval may, for example, contain six minutes of data in
a data buffer, which may be summarized by storing a median
value, a 94th percentile value (i.e., the upper percentile), and
a 6th percentile value (i.e., the lower percentile) for each
hemodynamic pressure parameter being monitored. In this
manner, the memory of the IHM may be able to provide
weekly or monthly (or longer) views of the data stored. The
data buffer, for example, may acquire data sampled at a 256
Hz sampling rate over a 6 minute storage interval, and the data
buffer may be cleared out after the median, upper percentile,
and lower percentile values during that 6 minute period are
stored. It should be noted that certain parameters measured by
the IHM may be summarized by storing fewer values, for
example storing only a mean or median value of such param-
eters as heart rate, activity level, and temperature, according
to certain embodiments of the invention.

Hemodynamic parameters that may be used in accordance
with various embodiments of the invention include param-
eters that are directly measured, such as RVDP and RVSP, as
well as parameters that may be derived from other pressure
parameters, such as estimated pulmonary artery diastolic
pressure (ePAD), rate of pressure change (dP/dt), etc.

In certain embodiments of the invention, the data stored by
IMD 14 may further include information regarding sympa-
thetic activity, for example, via monitoring of nerve traffic.
Sympathetic activity may, for example, be monitored through
use of a nerve cuff electrode adapted to monitor sympathetic
activity of the peroneal nerve.

FIG. 4 conceptually illustrates the cardiopulmonary sys-
tem, showing venous return blood 440 flowing into the right
ventricle (RV) 410, pulmonary blood flow from the RV 410 to
the lungs 420, oxygenated blood flow from the lungs 420 to
the left ventricle (V) 412, and from the LV 412 to the aorta
to supply oxygenated blood 450 to the body. Also shown is air
flow to and from the lungs 420. Pulmonary congestion or
edema is shown in FIG. 4 as a build-up of fluid in the lungs, as
illustrated by the elevation in fluid level from an initial level
422 to an elevated level 430, which may also manifest as
elevated pulmonary capillary pressure.

Elevated pulmonary capillary pressure, which may be
indicative of pulmonary congestion or edema, may be
reduced by at least temporarily increasing the LV output (e.g.,
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by increasing the LV stroke volume) above that of the RV
according to certain embodiments of the invention. A tran-
sient LV output that is greater than the RV output should tend
to reduce pulmonary capillary pressure and thereby decrease
the likelihood or onset of pulmonary congestion or edema. LV
output may be increased relative to RV output by using PESP
therapy in some embodiments of the invention. PESP therapy
is an excitatory stimulation therapy which aims to improve
cardiac function. The PESP effect is observed when a pair of
closely-spaced depolarizations of a heart chamber are fol-
lowed by a subsequent contraction of the affected chamber of
increased magnitude.

The magnitude of the PESP effect (i.e., the amount by
which the contraction of the affected chamber is increased by
PESP) may be controlled by adjusting the interval between
the initial depolarization and a premature stimulus. The inter-
val (termed the extra-stimulus interval or ESI) may be a
coupling interval between an intrinsic depolarization and a
premature stimulus (i.e., coupled pacing), or a paired pacing
interval between a paced depolarization and a premature
stimulus (i.e., paired pacing). By making the ESI shorter, the
magnitude of the PESP effect may be increased. The PESP
parameters may be adjusted so that the magnitude of the
PESP effect in the left ventricle is at least temporarily greater
than that in the right ventricle, for example, by shortening the
ESIin the LV relative to the ESI in the RV. By increasing the
magnitude of the PESP effect in the LV, LV output may be
increased relative to RV output, and pulmonary capillary
pressure may thereby be reduced. It should be noted that the
magnitude of the PESP effect may include a “zero” condition
in which no extra pacing stimulus is delivered. Thus, an
increase in the magnitude of the PESP effect may be caused
by simply changing from such a “zero” condition to one in
which an extra stimulus is applied.

FIGS. 5-8 illustrate the use of PESP to augment the
mechanical contraction of a given heart chamber (e.g., the
LV) to thereby control pulmonary capillary pressure.

FIG. 5 is a timing diagram that illustrates the use of PESP
generally, showing the timing of extra stimulus pulses relative
to a cardiac cycle. For example, FIG. 5 shows a typical ECG
signal 500, having a P-wave 502, an R-wave 504, and a
T-wave 506. A time plot 508 is illustrated beneath ECG signal
500 showing timing zones that correspond generally to dif-
ferent responses to an applied extra pacing stimulus in a
ventricle following a ventricular depolarization. Similar tim-
ing zones may exist following an atrial depolarization, but are
not illustrated here for simplicity. A first zone 520 immedi-
ately following R-wave 504 and continuing until time 542
represents an electrical (or effective) refractory period during
which a premature stimulus does not cause a second or sub-
sequent depolarization of the cardiac cells.

A second zone 540 following first zone 520 (from time 542
to time 544) represents a period during which a premature
stimulus may cause a second or subsequent depolarization of
the affected myocardial tissue without an attendant mechani-
cal contraction. A premature stimulus (or extra stimulus)
applied during zone 540 may cause the PESP effect to be
observed (e.g., by an enhanced or augmented contraction on
subsequent cardiac cycles). The magnitude ofthe PESP effect
tends to be greater when the extra stimulus is applied nearer
the beginning of zone 540 (i.e., closer to time 542), and tends
to decrease as the extra stimulus occurs later in zone 540 (i.e.,
closer to time 544).

FIG. 5 illustrates the timing of an extra stimulus interval
(ESI) 512 that may result in the PESP effect. For example, the
delivery of an extra stimulus (i.e., a pacing pulse) at time 510,
corresponding to an ESI 512 after R-wave 504, may cause an



US 9,149,638 B2

7

enhanced or augmented contraction of the affected heart
chamber on subsequent cardiac cycles. The magnitude of the
resultant PESP effect may be increased by moving the timing
510 of the extra stimulus closer to time 542, or may be
decreased by moving the timing 510 closer to time 544, for
example. In some embodiments, the PESP effect may be
reduced to zero by omitting the extra stimulus. For example,
in certain embodiments, increasing the magnitude of the
PESP effect in the LV relative to the magnitude of the PESP
effect in the RV may include initiating PESP (to cause the
PESP effect) in the LV when previously not employed, and
may also include terminating PESP (to remove the PESP
effect) in the RV when previously employed.

A third zone 560 follows zone 540, representing a period
during which a premature stimulus may cause both a depo-
larization and a mechanical contraction of the affected myo-
cardial tissue. The PESP effect may not be observed when an
extra stimulus falls in zone 560, since both a depolarization
and an attendant contraction will occur.

It should be noted that the timing and duration of zones
520, 540, and 560 in FIG. 5 relative to ECG 500 are for
illustrative purposes only. The timing and duration of these
zones may vary between the right and left ventricles, and may
also be different for the atria, and may further vary as a
function of time, activity and heart rate.

FIG. 6 is a table showing a number of steps that may be
taken to control pulmonary capillary pressure in accordance
with embodiments of the invention. For example, step (a) in
FIG. 6 may be taken to increase the left ventricular output
relative to the right ventricular output when there is no pre-
mature stimulation therapy delivery to begin with, and hence,
no PESP effect in either ventricle. In step (a), premature
stimulation therapy delivery is applied to the left ventricle
when it was not previously enabled to achieve greater PESP in
the left ventricle than in the right ventricle.

It should be noted that premature stimulation therapy deliv-
ered in one chamber only (e.g., the delivery of an extra stimu-
lus in the LV but not the RV) may cause a depolarization
(extra-systole) that will propagate from the LV to the RV,
producing a PESP effect in both chambers. However, since it
takes time (typically 100-200 msec) for a cardiac impulse to
conduct from the left side to the right side (or vice versa), the
effective ESIinthe RV may be longer than in the L'V and there
may be less PESP effect in the RV than the LV as a result. The
reverse situation may occur when an extra stimulus is deliv-
ered only in the RV.

As is known, premature stimulation therapy delivery may
include both coupled pacing, as well as paired pacing, in
accordance with certain embodiments of the invention. For
example, paired pacing may be employed if the patient’s
intrinsic rate drops below a predetermined lower rate limit. As
noted above with reference to FIG. 5, the PESP effect may be
accomplished by the application of an extra stimulus after an
intrinsic depolarization (i.e., coupled pacing), or after a paced
depolarization (i.e., paired pacing), and timed to cause a
second or subsequent depolarization without an attendant
mechanical contraction.

Step (b) in FIG. 6 describes a different situation from step
(a), wherein premature stimulation therapy is being delivered
in both the right and left ventricular chambers to begin with.
In step (b), the delivery of premature stimulation therapy in
the right ventricle is removed. As a result, the extra systole in
the LV may conduct to the RV with an intrinsic delay of about
100-200 msec, resulting in a longer ESI in the RV, and thus,
less PESP effect in the RV than in the LV. The result of step (b)
should, as with step (a), result in more left ventricular output
(e.g., stroke volume) relative to right ventricular output, but
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step (b) does so by reducing the right ventricular output rather
than increasing the left ventricular output.

It should be noted that the actions taken in steps (a) and (b)
could be combined to achieve similar results. For example,
the addition of premature stimulation therapy delivery in the
left ventricle concurrently or in sequence with the removal of
premature stimulation therapy delivery from the right ven-
tricle may provide an increase in left ventricular output rela-
tive to right ventricular output, given the necessary initial
conditions (e.g., premature stimulation therapy delivery dis-
abled in the left ventricle and enabled in the right ventricle).

Step (¢) in FIG. 6 describes an action that may be taken to
increase left ventricular output relative to right ventricular
output where premature stimulation therapy is delivered to
both chambers, both before and after step (¢). The net effect of
step (¢) may beto decrease the extra stimulus interval (ESI) in
the left ventricle to thereby increase the magnitude of the
PESP effect in the left ventricle. As noted previously with
reference to FIG. 5, the ESI may be reduced within zone 540
(FIG. 5) to increase the magnitude of the PESP effect, which
may increase the output of the affected heart chamber.

Step (d) in FIG. 6 attempts to reduce the right ventricular
output relative to the left ventricular output by increasing the
ESI of the right ventricle. As noted previously with reference
to FIG. 5, increasing the ESI tends to cause a decrease in the
magnitude of the PESP effect in the affected chamber, and
should thereby result in reduced output from the affected
chamber. It should be noted that steps (c¢) and (d) may be
combined to achieve a similar result. For example, the EST of
the left ventricle may be decreased while simultaneously
increasing the ESI of the right ventricle to obtain a potentially
more pronounced increase in left ventricular output relative to
right ventricular output.

It should also be noted that combinations of steps (a)
through (d) may be employed to obtain an increase in LV
output relative to RV output. For example, steps (b) and (c)
may be performed together (concurrently or in sequence), as
may steps (a) and (d), according to various embodiments of
the invention. One of ordinary skill in the art would recognize
that other combinations of steps may be possible, and would
be deemed to fall within the scope ofthe invention as claimed.
It should be further noted that steps (a) through (d) in FIG. 6
may be terminated (i.e., standard pacing or premature stimu-
lation therapy delivery parameters returned to a prior or initial
state) upon the end of an episode of high pulmonary capillary
pressure, for example. Similarly, the pacing parameters may
return to a prior or initial state upon completion of a prede-
termined period of time employing any of the steps (a)
through (d) in FIG. 6.

There may be limits to the amount by which the ESI in the
affected chamber can be either increased or decreased (e.g., in
steps (¢) and (d)) while maintaining the PESP effect. In other
words, increasing or decreasing the ESI outside of zone 540
(FIG. 5) may cause the PESP effect in the affected chamber to
diminish or be lost, for example. In certain embodiments, the
extra-stimulus interval (ESI) in the LV may be decreased
from a first ESI value between about 0-200 msec to a second
ESI value between about 0-200 msec, the second ESI value
being lower than the first ESI value. In some preferred
embodiments, the ESI may range from about 10-80 msec, and
more preferably, from about 10-30 msec.

FIG. 7 is a plot of pulmonary capillary pressure being
controlled in accordance with certain embodiments of the
invention. FIG. 7 shows pulmonary capillary pressure 710
plotted as a function of time during an episode in which
pulmonary capillary pressure 710 reaches a predetermined
high pressure setting 702, triggering a modification of PESP
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to reduce pulmonary capillary pressure 710. For example,
pressure 710 may reach high pressure setting 702 at time 720,
as indicated in FIG. 7 which may cause a pulmonary conges-
tion episode to be detected according to certain embodiments
of the invention. Beginning at time 720, one or more of the
steps (a) through (d) described with reference to FIG. 6 may
be applied to reduce pressure 710. The steps taken to reduce
pressure 710 may be applied all at once (i.e., shortly after time
720), or may be applied and/or removed in a sequential or
intermittent manner following time 720. In certain embodi-
ments of the invention, the steps taken to reduce pressure 710
may continue for a predetermined period of time, then
returned to their initial condition, according to certain
embodiments of the invention (not shown). In some embodi-
ments, the steps taken to reduce pressure 710 may continue
until pressure 710 reaches pressure setting 704, indicating a
normal or reduced pulmonary capillary pressure, thereby
triggering the termination of the therapy steps taken to reduce
pressure 710. In FIG. 7, pressure 710 is shown to have been
reduced to pressure setting 704 at time 730, at which point the
steps taken to reduce pressure 710 are returned to their initial
condition, either all at once or sequentially according to some
embodiments of the invention. Pressure 710 is shown to fluc-
tuate after time 730, and is even shown dropping below pres-
sure setting 704 temporarily.

In some embodiments, therapy steps such as those
described above with respect to FIG. 6 may be delivered only
to reduce pulmonary capillary pressure. In some embodi-
ments, it may be additionally or alternately desired to modify
PESP parameters to increase pulmonary capillary pressure,
for example, if pressure 710 drops below a predetermined low
pressure setting (not shown in FIG. 7). One of ordinary skill
in the art would recognize that the steps described with ref-
erence to FIG. 6 may be performed in the opposite direction
(i.e., reversing the initial and final states shown in FIG. 6) to
obtain an increase in pressure 710, if so desired.

With reference to FIG. 7, monitoring pressure 710 and
comparing it to a high pressure setting 702 may further
include measurement of a reference pressure to account for
actual changes in absolute cardiac pressure prior to changing
therapy parameters. Pressure 710 may rise or fall as a result of
changes in altitude, such as elevator rides, driving up or down
hills, and airplane travel, or with atmospheric pressure
changes, for example without limitation. In certain embodi-
ments of the invention, changes in hemodynamic pressures
that are due to changes in altitude or changes in atmospheric
pressure, for example, may be accounted for or compensated
by providing an external pressure reference (EPR) signal that
may be used to adjust the intracardiac pressure measured by
an IMD/THM. Such an EPR may, for example, be an implant-
able device or component, or may alternately be an external
device kept or worn by a patient. An EPR, if used, may further
have the ability to communicate reference pressure informa-
tion to an IMD/IHM at periodic intervals. The EPR may
function as a trending barometer and may, for example, make
barometric pressure measurements periodically (e.g., once
per minute). Data from an EPR may therefore be used to
correct or compensate hemodynamic pressure data for
changes in barometric pressure in accordance with certain
embodiments of the invention.

FIG. 8 is a flow chart describing a method for controlling
pulmonary capillary pressure in accordance with embodi-
ments of the invention. Step 802 in FIG. 8 may be the starting
point for a method of controlling pulmonary capillary pres-
sure in accordance with certain embodiments of the inven-
tion. Pulmonary capillary pressure may be measured, esti-
mated, or derived from measured hemodynamic pressure
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signals obtained from pressure sensors, for example, in accor-
dance with embodiments of the invention. A derived hemo-
dynamic pressure signal such as ePAD (estimated pulmonary
arterial diastolic) pressure may be used as a parameter to
monitor for controlling pulmonary capillary pressure. Step
804 may include determining whether the pulmonary capil-
lary pressure measured in step 802 exceeds some threshold
value, X, a high pressure setting, for example. If the moni-
tored pulmonary capillary pressure does not exceed a high
pressure set point X, the method continues to monitor and
measure pulmonary capillary pressure at step 802. On the
other hand, if the pulmonary capillary pressure exceeds the
high pressure set point X, the method attempts to reduce
pressure by raising the output of the left ventricle relative to
the output of the right ventricle, as shown by step 806.

In some embodiments of the invention, a process of
increasing the output of the left ventricle relative to that of the
right ventricle may include determining certain initial condi-
tions. For example, step 808 determines whether premature
stimulation therapy delivery is being applied to the left ven-
tricle. If premature stimulation therapy delivery is not being
applied to the LV, step 812 may initiate premature stimulation
therapy delivery to the LV to cause a PESP effect, and to
thereby increase the output of the left ventricle. If it was
determined in step 808 that premature stimulation therapy
delivery was being applied to the LV, it may be useful in
certain embodiments to next determine whether premature
stimulation therapy delivery is being used in the RV, as shown
by step 810. If step 810 determines that premature stimulation
therapy delivery is not being applied to the RV, step 814 may
adjust the ESI in the LV, for example. The ESI in the LV may
be decreased in step 814 to increase the magnitude of the
PESP effect in the LV, and to thereby increase the output of
the left ventricle. If it was determined in step 810 that prema-
ture stimulation therapy delivery was being applied to the RV,
step 815 may adjust either or both of the ESIs in the RV and/or
LV in order to increase the magnitude of the PESP effect in
the LV relative to that of the RV. Alternately, or additionally,
step 816 may remove PESP from the RV (i.e., no premature,
or extra, stimulus applied in the RV).

It should be noted that steps 808 through 816 described
above roughly correspond to the steps described with refer-
ence to FIG. 6 above. Other combinations of these steps
and/or sequential application of certain of these steps may be
employed to achieve a similar result of increasing left ven-
tricular output relative to right ventricular output. Such alter-
nate combinations of steps to independently vary the respec-
tive impact or effect of premature stimulation therapy
delivery to the RV and LV to control and/or equalize pulmo-
nary capillary pressure. The foregoing and other advantages
of'the invention are contemplated and may become apparent
to one of ordinary skill in the art with the benefit of these
teachings.

Step 818 includes monitoring pulmonary capillary pres-
sure to determine whether the actions taken in steps 808
through 816 have caused pulmonary capillary pressure to
decrease. In step 820, if it is determined that pulmonary
capillary pressure is not decreasing, the method restores prior
and/or original therapy parameters, as shown by step 824. If,
on the other hand, step 820 determines that pulmonary cap-
illary pressure is decreasing, step 822 determines whether
pulmonary capillary pressure has decreased below a prede-
termined set point, Y. If step 822 determines that pulmonary
capillary pressure has not decreased below set point Y, then
the method returns to step 806 and continues efforts to lower
pulmonary capillary pressure by raising left ventricular out-
put relative to right ventricular output. If pulmonary capillary
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pressure is determined to be below set point Y in step 822, the
method returns to step 802 and continues to monitor pulmo-
nary capillary pressure.

In certain embodiments of the invention (not shown in FIG.
8), a low pressure set point, Z, may be employed to determine
if pulmonary capillary pressure has decreased to a level low
enough to warrant taking active steps to increase pulmonary
capillary pressure. Such actions would be similar to those
described above, however the actions taken would tend to be
in the opposite direction of those described above (i.e., the
actions would attempt to increase the output of the right
ventricle relative to that of the left ventricle).

Thus, embodiments of a METHOD AND SYSTEM FOR
CONTROLLING PULMONARY CAPILLARY PRES-
SURE are disclosed. One skilled in the art will appreciate that
the invention can be practiced with embodiments other than
those disclosed. The disclosed embodiments are presented for
purposes ofillustration and not limitation, and the invention is
limited only by the claims that follow.

The invention claimed is:

1. A method of treating pulmonary congestion episodes in
a patient receiving pacing therapy in a first pacing mode, the
method comprising:

detecting a pulmonary congestion episode; and

switching from the first pacing mode to a second pacing

mode in response to the detected pulmonary congestion
episode,

wherein the second pacing mode increases a magnitude of

a post extra-systolic potentiation (PESP) effect in a first
ventricle (V1) relative to a magnitude of a post extra-
systolic potentiation (PESP) effect in a second ventricle
V2).

2. A method according to claim 1 wherein a pulmonary
congestion episode is detected when a monitored hemody-
namic pressure signal exceeds a first hemodynamic pressure
setting.

3. A method according to claim 2 further comprising
switching back to the first pacing mode when the hemody-
namic pressure signal decreases below a second hemody-
namic pressure setting, the second hemodynamic pressure
setting being less than the first hemodynamic pressure setting.

4. A method according to claim 2 wherein the hemody-
namic pressure signal comprises an estimated pulmonary
arterial diastolic (ePAD) pressure.

5. A non-transitory computer-readable medium pro-
grammed with instructions for performing a method of con-
trolling pulmonary capillary pressure in an implantable medi-
cal device (IMD), the medium comprising instructions for
causing a programmable processor to:

monitor a hemodynamic pressure signal from a patient;

detect a pulmonary congestion episode based on the moni-

tored hemodynamic pressure signal; and

switch from a first pacing mode to a second pacing mode in

response to the detected episode,

wherein the switch from the first pacing mode to the second

pacing mode increases a magnitude of a post extra-
systolic potentiation (PESP) effect in a first ventricle
(V1) relative to a magnitude of a post extra-systolic
potentiation (PESP) effect in a second ventricle (V2).

6. A medium according to claim 5 further comprising
instructions to detect a pulmonary congestion episode when
the monitored hemodynamic pressure signal exceeds a first
hemodynamic pressure setting.

7. A medium according to claim 6 further comprising
instructions to compare the hemodynamic pressure signal to
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a reference pressure measurement to account for changes in
absolute pressure prior to switching to the second pacing
mode.

8. A medium according to claim 7 further comprising
instructions to adjust the first hemodynamic pressure setting
based on changes in the reference pressure measurement.

9. A medium according to claim 6 further comprising
instructions to switch back to the first pacing mode when the
hemodynamic pressure parameter decreases below a second
hemodynamic pressure setting, the second hemodynamic
pressure setting being less than the first hemodynamic pres-
sure setting.

10. A medium according to claim 6 further comprising
instructions to switch back to the first pacing mode after a
predetermined amount of time in the second pacing mode.

11. A medium according to claim 6 further comprising
instructions to switch back to the first pacing mode if the
hemodynamic pressure parameter continues to increase
above the first hemodynamic pressure setting by a predeter-
mined amount.

12. A medium according to claim 6 wherein the hemody-
namic pressure parameter is estimated pulmonary arterial
diastolic (ePAD) pressure.

13. A medium according to claim 5 further comprising
instructions to enable a delivery of premature stimulation
therapy to the first ventricle (V1) while operating in the sec-
ond pacing mode.

14. A medium according to claim 5 further comprising
instructions to disable a delivery of premature stimulation
therapy delivery to the second ventricle (V2) while operating
in the second pacing mode.

15. A medium according to claim 5 further comprising
instructions to set the extra-stimulus interval (ESI) in the LV
to a value in the second pacing mode which is lower than in
the first pacing mode, and which is between 0-100 msec.

16. A medium according to claim 5 further comprising
instructions to set the extra-stimulus interval (ESI) in the
second ventricle (V2) to a value in the second pacing mode
which is greater than in the first pacing mode, and which is
between 0-100 msec.

17. A medium according to claim 5 further comprising
instructions to include at least two of the following changes in
the second pacing mode from the first pacing mode: enabling
a post extrasystolic potentiation therapy in the first ventricle
(V1) if not previously enabled, disabling a post extrasystolic
potentiation therapy in the second ventricle (V2) if previously
enabled, decreasing the extra-stimulus interval (ESI) in the
first ventricle (V1), and increasing the extra-stimulus interval
(ESI) in the second ventricle (V2).

18. A medium according to claim 5 further comprising
instructions to include coupled pacing in the first and second
pacing modes.

19. A medium according to claim 5 further comprising
instructions to include paired pacing in the first and second
pacing modes.

20. A medical device system comprising:

an implantable medical device (IMD) and leads adapted to
deliver pacing therapy to a patient;

a sensor responsive to a signal representative of pulmonary
capillary pressure in a patient and providing the signal to
the IMD; and

a processor programmed with instructions to:

monitor the pulmonary capillary pressure signal from the
patient;

detect a pulmonary congestion episode based on the moni-
tored pulmonary capillary pressure signal; and
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switch the IMD from a first pacing mode to a second pacing
mode in response to the detected episode,
wherein the switch from the first pacing mode to the second
pacing mode increases a magnitude of a post extra-
systolic potentiation (PESP) effect in a first ventricle
(V1) relative to a magnitude of a post extra-systolic
potentiation (PESP) effect in a second ventricle (V2).
21. A system according to claim 20 wherein the processor
detects a pulmonary congestion episode when a monitored
hemodynamic pressure signal exceeds a first hemodynamic
pressure setting.

22. A system according to claim 21 wherein the processor
switches back to the first pacing mode when the hemody-
namic pressure signal decreases below a second hemody-
namic pressure setting, the second hemodynamic pressure
setting being less than the first hemodynamic pressure setting.

23. A system according to claim 21 wherein the hemody-
namic pressure signal comprises an estimated pulmonary
arterial diastolic (ePAD) pressure.

24. A system according to claim 20 wherein the processor
switches back to the first pacing mode after a predetermined
amount of time in the second pacing mode.

25. A system according to claim 20 wherein the processor
enables a delivery of premature stimulation therapy to the first
ventricle (V1) while operating in the second pacing mode.
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26. A system according to claim 20 wherein the processor
detects a delivery of premature stimulation therapy delivery
to the second ventricle (V2) while operating in the second
pacing mode.

27. A system according to claim 20 wherein the processor
sets the extra-stimulus interval (ESI) in the LV to a value in
the second pacing mode which is lower than in the first pacing
mode, and which is between 0-100 msec.

28. A system according to claim 20 wherein the processor
sets the extra-stimulus interval (ESI) in the second ventricle
(V2) to a value in the second pacing mode which is greater
than in the first pacing mode, and which is between 0-100
msec.

29. A medium according to claim 20 wherein the processor
includes at least two of the following changes in the second
pacing mode from the first pacing mode: enabling a post
extrasystolic potentiation therapy in the first ventricle (V1) if
not previously enabled, disabling a post extrasystolic poten-
tiation therapy in the second ventricle (V2) if previously
enabled, decreasing the extra-stimulus interval (ESI) in the
first ventricle (V1), and increasing the extra-stimulus interval
(ESI) in the second ventricle (V2).

30. A system according to claim 20 wherein the processor
includes coupled pacing in the first and second pacing modes.

31. A system according to claim 20 wherein the processor
includes paired pacing in the first and second pacing modes.
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